Quantile-quantile (Q-Q) plot for the GWAS of XFS/XFG vs control was generated by ranking the observed chi-square values from minimum to maximum and plotting them against their expected values. Genomic inflation factor (λ) is also shown. These plots were created using the R-package snpStats. The values of observed chi-square were plotted as 50 as the maximum if their values were over 50. (B) Association results of the replication study for XFS/XFG 121 and Control 263 in 15q24.1 locus. The horizontal brown dashed line indicates the threshold of Bonferroni's correction for the replication study.
(C) Results of Mantel-Haenszel test between GWAS and the replication study. The plots of 39 SNPs, which were able to combine between the two studies without an error, are shown. 
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Significant 3 cSNPs (rs16958445 from TBC1D21 and rs1048661 and rs3825942 from LOXL1) were applied to a haplotypic association analysis. LD plot of these SNPs was generated by Haploview 4.2 for each value with the samples in the replication study (XFS/XFG 121 / Control 263). Although a distance between rs1048661 and rs3825942 is only 36bp, the LD value, especially r 2 value, was enough low to conclude these SNPs as a independent. Therefore, it was considered to be useful to evaluate the combination effect of these SNPs for XFS/XFG susceptibility. (A) Our GWAS result was compared with the previous result reported by Thorleifsson et al. (Science, 2007 Figure S6 . RT-PCR analysis for XFG/XFS-susceptible genes.
In order to confirm whether the newly identified XFG/XFS-associated genes were expressed in human retina, we performed an RT-PCR analysis for LOXL1, TBC1D21, and PML. Moreover, CRX and PDZD9 genes, which are known to be highly and slightly expressed in retina, respectively, and ACTB as an internal control, were simultaneously examined with the above genes.
As for the sources of cDNA, we used the total RNA derived from both human retina (Retina; Clontech Laboratories, Takara Bio Inc.) and Universal Human Reference RNA (Univ.; Agilent Technologies). Approximately 1 μg of total RNA was converted into cDNA with oligo(dT) primer and Random hexamers by SuperScript III First-Strand Synthesis System for RT-PCR (Invitrogen).
The generated cDNA was then amplified with the specific primers (see Supplementary Table S8 ) in the following condition: 1 μl of cDNA was amplified using 10 nM of each primer, Platinum Taq DNA Polymerase (Invitrogen), 10 mM dNTP mixture (Invitrogen), 10×PCR Buffer Minus Mg ++ , and 50 mM MgCl 2 per reaction, in a volume of 50 μl.
The reactions were performed using an iCycler (BIO-RAD Laboratories, Inc.) as follows: initial denaturation at 94˚C for 1 min; 40 cycles at 94˚C for 30 sec, 60˚C for 30 sec and 72˚C for 30 sec. Following PCR, the amplified transcripts were detected by EtBr staining after agarose gel electrophoresis with the size markers in 50 bp intervals.
(A) CRX, PDZD9, and ACTB were examined in order to check the quality of cDNAs. Because we couldn't observe the bands from the reaction without the reverse transcriptase (RT), these cDNAs were considered to be not contaminated by genomic DNA. As expected, the expression level of CRX was high and PDZD9 was low in the human retina.
(B) RT-PCR analysis for TBC1D21, LOXL1, and PML were performed with ACTB. All of the genes were confirmed to be more or less expressed in both Univ. and Retina. GAGGAACTATAACTCCTTGTGCCAGATGTATGAGAAAATCCAGCCCCTGCTGGAAAATTT 60 ** ****** * **** *** * ***** ***** ** ******** ******** * Table S8 .
Sequences of PCR primers used in RT-PCR analysis
